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2 
Abstract 1 
 2 
The consequences of tail-docking (at 2- 4 days) and prenatal stress (maternal social stress during the 2nd 3 
third of pregnancy) on baseline nociceptive thresholds and responses to acute inflammatory challenge were 4 
investigated in juvenile pigs in two studies. Nociceptive thresholds were assessed on the tail root and on the 5 
hind foot using noxious mechanical and cold stimulation before and after acute inflammatory challenge by 6 
intradermal injection of 30 µg capsaicin, (study 1) or 3% carrageenan (study 2) into the tail root.  Four groups 7 
of 8 (study 1, n = 14-16 pigs/treatment) or 5 (study 2, n=6 pigs/treatment/sex) week-old pigs were exposed to 8 
the main factors: maternal stress and treatment (docked vs. intact tails). In study 1, tail docking did not 9 
significantly alter thresholds to noxious mechanical stimulation, while prenatally stressed pigs had 10 
significantly higher baseline thresholds to noxious mechanical stimulation on the tail root and on the hind foot 11 
than unstressed pigs, whether tail-docked or intact. Capsaicin injection induced localised mechanical 12 
allodynia around the tail root in all treatment groups, but had no effect on noxious plantar mechanical 13 
responses; however prenatally stressed offspring exhibited significantly attenuated response thresholds to 14 
capsaicin compared to controls. In study 2 tail docking did not alter thresholds to either mechanical or 15 
noxious cold stimulation. Baseline response durations to noxious cold stimulation of the tail root were 16 
significantly shorter in both sexes of prenatally stressed pigs, while male but not female prenatally stressed 17 
pigs exhibited significantly higher baseline thresholds to mechanical stimulation than controls, although 18 
results in female pigs tended toward significance (p = 0.07). Carrageenan injection into the tail root induced 19 
localised mechanical and cold allodynia in all treatment groups, effects that were attenuated in prenatally 20 
stressed pigs. Collectively, these findings indicate that prenatal stress can induce long-term alterations in 21 
nociceptive responses, manifest as a reduced sensitivity to noxious mechanical and cold stimulation and 22 
evoked inflammatory allodynia. Neonatal tail-docking does not lead to long-term alterations in nociception in 23 
pigs.  24 
 25 
Keywords: pig, prenatal stress, allodynia, hyperalgesia, tail-docking, nociceptive processing. 26 
27 
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1. Introduction 1 
Early life events can result in long-term changes (‘programming’) of biological functions with significant 2 
impacts on health and quality of life. It has long been recognised that exposure of the mother to stress during 3 
pregnancy can program the hypothalamic-pituitary-axis (HPA) in the developing foetus 4 
[9,38,50,51,52,68,69,71]. The reported effects of prenatal stress†
Studies in human infants and rodents have demonstrated that prenatal stress can alter sensitivity to an 15 
inflammatory pain challenge; however the reported effects are equivocal [44]. In some studies prenatal 16 
stress decreased pain sensitivity [55,56,58], while in others pain sensitivity was enhanced [11,12,13,59]. It 17 
has also been reported in humans that the experience of intense pain shortly after birth (neonatal) can in 18 
itself induce re-programming of an individual’s sensitivity to painful stimuli [3,4,24,32,65]. In production 19 
systems, neonatal pigs are exposed to a number of early postnatal painful insults which may include tail 20 
docking, and consequently the potential for programming of pigs to induce altered sensitivity to pain later in 21 
life exists. Tail docking neonatal pigs, a husbandry procedure practised on many farms across Europe, 22 
remains a controversial issue. Behavioural and physiological studies suggest that pigs experience some 23 
degree of acute distress after tail docking [41,46,57]. It has also been proposed that tail docking may 24 
produce long term sensitivity in the tail stump [54], however firm evidence to support this notion is lacking. 25 
The studies reported in this paper were designed to investigate i) the effect of neonatal pain, tail-docking, on 26 
nociceptive responses in juvenile pigs and ii)  the impact of prenatal stress on long term basal nociceptive 27 
responses and on evoked responses to acute inflammatory pain. It was hypothesised that tail-docking would 28 
induce chronic allodynia and / or hyperalgesia and enhance inflammatory hyperalgesia induced by an acute 29 
inflammatory agent, and that prenatal stress would enhance both effects. 30 
 on HPA-related responses in human and 5 
rodent offspring are diverse and sometimes conflicting [61,65,66,67,68,69,71,72]. Studies on pigs have used 6 
pharmacological models of prenatal stress such as the administration of exogenous adrenocorticotrophic 7 
hormone (ACTH) or glucocorticoids during pregnancy [11,25], or restraint stress [27,42]. In a recent study by 8 
Jarvis and colleagues [26], the effects of prenatal stress  on offspring behaviour were investigated in pigs by 9 
subjecting primiparous female pigs to social mixing during the second third of pregnancy (a commercially 10 
relevant approach to inducing prenatal stress). This work provided clear evidence that prenatal social stress 11 
resulted in offspring with increased HPA reactivity as measured by elevated salivary cortisol and 12 
corticotrophin-releasing hormone (CRH) mRNA expression in the paraventricular nucleus (PVN) and 13 
amygdala [26]. 14 
31 
                                                 
1 Prenatal stress is defined as stress experienced by the pregnant mother which affects the development of the offspring (Braastad, 
1998) [9]. 
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4 
2. Methods  1 
The study was carried out under a UK Home Office project licence and personal licences in accordance 2 
with the UK Animals (Scientific Procedures) Act 1986. The experimental protocol (including power 3 
calculations) was reviewed and approved by the Animal Experiments Committees of the Scottish Agricultural 4 
College and the University of Glasgow. 5 
 6 
2.1. Animals 7 
Large White × Landrace primiparous females (gilts) were used in the studies. Thirty six gilts were used in 8 
study 1 and 18 gilts were used in study 2. Sixty-one eight week-old female offspring were used from the 1st 9 
batch of gilts (study 1) for nociceptive testing and 48 five week-old male and female offspring used for 10 
nociceptive testing from the 2nd batch of gilts.  11 
 12 
2.2. Maternal procedures 13 
Gilts were kept in groups of six in an environment-controlled gestation house. Gestation pens consisted of 14 
6 individual feeder spaces (1.8 × 0.5m) a dunging passageway (3.6 × 1.9m) and a bedding area of straw 15 
covered concrete (2.6 × 2.5m). Gilts were checked daily for signs of oestrus and artificially inseminated at 16 
approximately 8 months of age. Individual oestrus cycles were not artificially synchronised. Stress treatment 17 
gilts were exposed to social mixing during the second third of pregnancy. This involved moving the gilts into 18 
a new pen with three older multiparous sows on two different occasions (2 different groups of multiparous 19 
sow) between 39–45 and 59–65 days of pregnancy. This procedure causes profound social defeat [26, 46], 20 
and as a consequence is highly stressful. 21 
Three groups of six gilts were allocated to the prenatal stress treatment, with the remaining three groups 22 
acting as controls. On the morning of mixing, each group of six gilts was weighed and split into 2 sub groups 23 
of three. The first sub-group was moved together to the home pen of 3 older sows. The dimensions of the 24 
sow pens were the same as the gilt home pens. During the time when the gilts were being moved for mixing, 25 
the resident sows were restrained in the feeders. Once the gilts were in the pen, the sows were released 26 
from the feeders. The time taken for splitting the six gilts to releasing the sows took approximately 2 minutes. 27 
This process was repeated for all mixed gilts. The mixing of both sets of gilts was timed to happen as close 28 
to 10:00 h on the mix day as possible (all mixed occurred between 09:55 and 10:05 h). The gilts then 29 
remained in the sub-group for one week before being returned to their home pen. The process was 30 
replicated for the second mix: gilts were kept in their same sub-group of three but were exposed to different 31 
sows. Gilt age and weights were balanced across treatment groups: average age at farrowing was (517.5 ± 32 
10.4 SE) days and there was no difference in these variables between treatments. Successive groups of 6 33 
gilts were served at approximately monthly intervals. The second batch of gilts was treated in according to 34 
the same mixing protocol.  Control gilts remained in their home pen undisturbed throughout their gestation 35 
period.  36 
Gilts were fed commercial diets appropriate to their stage of gestation. Artificial lighting was provided 37 
between 08:00 and 16:00 h. For the farrowing stage, gilts were moved to an individual commercial farrowing 38 
crate (2.25 x 0.5 x 1.05m) 5 days prior to expected time of parturition. Twelve farrowing pens, 6 in two 39 
adjacent rooms, were located in an environmentally controlled building next to the gestation pen building. 40 
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5 
The piglets were able to move around the gilt and had permanent access to a sheltered creep area providing 1 
additional heat located behind the gilt feeding trough. No supplemental feed was given to the piglets, 2 
although they were introduced to a small amount of feed prior to weaning. The piglets were ear-tagged and 3 
weighed on day one of life and received an oral dose of iron supplementation. The piglets were not 4 
subjected to castration, teeth clipping or teeth grinding. Average litter size did not differ between the mixed 5 
and control gilts (mixed: 12.1 ± 0.8, control: 11.5 ± 1.0). There was no cross-fostering. 6 
 7 
2.3. Offspring procedures 8 
2.3.1. Tail docking/sham docking 9 
Piglets were tail docked 2-4 days after birth. Each piglet was manually removed from the litter one at a 10 
time and returned to the farrowing pen before the next piglet was taken. Whole litters were either docked or 11 
left intact, there was no mixing of treatments (docking/sham docked) within litters. All docking was carried out 12 
in the middle of the morning period. No attempt was made to standardise the time from last suckling bout 13 
before docking, although piglets were allowed to complete suckling before docking commenced. There was 14 
no difference in the average day (3 ± 1 day) of docking between control and prenatally stressed litters.  15 
Approximately one half of the tail was removed using sterile surgical cutters. The piglet was held by one 16 
person while another person removed a portion of the tail. Typically the tail was cut around the 5th – 6th 17 
coccygeal vertebra. A sample of 20 tails balanced across treatments was evaluated and the average amount 18 
of tail removed was 49 ± 2 mm. No analgesia was provided, in accordance with routine farm practice. Sham 19 
docked pigs were handled in the same way as the docked pigs without docking. 20 
 21 
2.3.2. Weaning 22 
Approximately 28 days (28.3 ± 0.4 SEM) after farrowing, the sow was removed from the farrowing crate. 23 
The weaned piglets were kept in this environment for 2-3 days before being transferred to growing pens for 24 
the remainder of the experimental period. Days before removal of the sow, the pigs were gradually 25 
introduced to solid pelleted food. 26 
 27 
2.3.3. Offspring Housing 28 
After weaning, whole litters of pigs were moved to housing containing 12 concrete floored growing pens 29 
(2.85m × 1.85m) in a separate building 50 m from the farrowing building in which all experimental procedures 30 
were undertaken. The pigs were moved from the farrowing house to the weaner/growing building in batches 31 
of 5-6 pigs in a purpose designed animal transporting trolley. The pigs were housed one litter per pen and 32 
were provided with deep straw bedding and ad libitum access to food and water. The pigs were fed a 33 
standard commercial pelleted weaner/grower diet. Lighting was provided between 06:30 and 17:30 h. Pens 34 
were cleaned every morning and the straw was replenished daily. The pigs were maintained under these 35 
conditions throughout the remainder of the study with minimal disturbance except for routine husbandry.  36 
Numbers of animals per pen were reduced to 8 pigs approximately 2 weeks after transfer to the grower 37 
accommodation to standardised pen stocking densities. Pigs were randomly picked for removal, unless they 38 
appeared under weight.2.3.4. Nociceptive testing 39 
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6 
Assessment of mechanical nociceptive thresholds was achieved using 1) mechanical stimulation of the 1 
tail root using von Frey filaments [14,35,36,48], and 2) mechanical stimulation of the hind foot using a 2 
purpose designed plantar stimulator [49]. Assessment of noxious cold thresholds on the tail root was 3 
achieved using the ice-cold acetone drop test [15.] 4 
 5 
2.3.4.1. Habituation 6 
In study 1, pairs of 8 week old female pigs from each litter were habituated to the investigators, test 7 
environment and procedures for a 1-2 week period before the start of nociceptive threshold testing [7]. The 8 
time taken for habituation varied between pairs of pigs but usually took between 5-8 days. Habituation 9 
involved separating the two test pigs from the litter and walking them from the home pen no more that 5m to 10 
a test pen, a large modified pen, located at the end of the pen block containing a straw covered test area 11 
with a straw bale (1.85m x 1.85m) and a grilled partition with a gate leading to the plantar stimulator platform 12 
(Figure 1A). Once in the test pen the pigs were allowed a short period of time (approximately 5-10 minutes) 13 
to settle into a calm behavioural state (standing, head down, snout rooting in substrate unconcerned by 14 
human presence or activity in the pen). Habituation sessions also included allowing the pigs to walk-on and 15 
investigate the foot stimulator platform (Figure 1B). 16 
The pigs in study 2 were habituated to the investigators and test procedures in their home pen. The 4 17 
allocated test pigs were isolated from the rest of the litter in a section of the pen, with the aid of 2 straw bales 18 
(1.0 × 1.0m). Again, the pigs were accorded a short period of time to settle into a quiet, calm demeanour 19 
prior to testing. A calm state was induced with the aid a 5% sucrose solution sprayed onto the substrate prior 20 
to testing to focus the pigs’ attention. Habituation was carried out twice a day at approximately 09:30 and 21 
14:00 h in both studies. 22 
 23 
2.3.4.2. Mechanical force stimulation of the tail root  24 
Mechanical thresholds were measured using a calibrated series of nylon filaments (Touch-Test Sensory 25 
Evaluator, North Coast Medical, Inc., California, USA). Threshold responses were determined using the 26 
‘staircase’ force application method described by Tabo and colleagues [59] in rodents. Briefly, the force 27 
imparted by bending the filament against the skin was sustained for a period of 2-3 seconds (Figure 1A). 28 
This process was repeated 3 times for each filament in ascending force order until a behavioural response 29 
was evoked. Upon producing a response the filament was re-applied a minimum of 2 times to confirm a 30 
positive result at that force magnitude. A filament of two force loads was then re-applied and the process of 31 
applying the monofilaments in ascending force order was repeated until 3 positive threshold responses were 32 
obtained. A minimum interval of 30 sec was employed between individual filament applications.  33 
Testing was performed on the dorsal surface of the skin on either the left or right hand side of the tail root 34 
on an area of approximately 2 cm2. This test area was chosen as it was common to both intact and tail-35 
docked pigs, and was considered to be close enough in proximity to the injured tail end to be affected by 36 
localized modifications in nociceptive sensitivity in the pigs’ tail after docking. Preliminary studies [48] 37 
showed that before the administration of an acute inflammatory challenge, the pigs exhibited 3 key response 38 
behaviours to mechanical stimulation, the most prominent and consistent response being a rump tuck/flinch. 39 
(Table 1). The pigs also exhibited a novel response to mechanical force stimulation after acute inflammatory 40 
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7 
challenge in the form of vigorous tail flicking, a response previously reported in pigs in response to noxious 1 
electrical and thermal stimulation [16,45].   2 
 3 
2.3.4.3. Noxious mechanical stimulation of the hind foot. 4 
Threshold responses to noxious mechanical stimulation of the hind foot were assessed using a purpose 5 
designed plantar stimulator [49]. Briefly, over a period of approximately one week the pigs were habituated to 6 
walking onto a perforated platform with a feed/drink dispenser at one end [49]. A mechanical force stimulator 7 
and force measurement device was positioned beneath the platform and was guided by an operator with the 8 
aid of an incorporated miniature camera and video monitor to a suitable hole beneath the pig’s hind foot. A 9 
microchip-controlled stimulator head advanced a stainless steel probe (2 mm diameter) mounted on a force 10 
transducer via a stepping motor linear actuator [49].  The stimulus probe was driven upwards into the plantar 11 
surface of the pig’s hind foot and the force imparted was measured over the duration of stimulation. The 12 
probe was advanced until the pig withdrew its foot from the stimulus. This point was detected by the 13 
measured force dropping more than approximately 0.6 N below its maximum recorded value, upon which the 14 
probe was fully retracted beneath the platform. Three measurements of threshold force (peak force [N] 15 
before foot withdrawal) were obtained in each test session. A minimum interval of 30 s was employed 16 
between stimulus applications to minimize the possibility of sensitizing the foot pads. The stimulator was pre-17 
programmed with a 15 N cut-off to prevent injury to the pig’s foot.  All acquired data was automatically output 18 
to a data file for further analysis in commonly used PC data processing software.  19 
Plantar pad testing was not carried out on 5 week old pigs due to practical limitations and extended time 20 
for effective habituation to the procedure. 21 
 22 
2.3.4.4. Noxious cold stimulation of the tail root  23 
Responses to noxious cold stimulation were measured in 5 week old pigs (study 2) using the acetone 24 
drop test [15]. Ice-cold acetone (ca.0-2°C; 50 μl) was dispensed on the tail base using a positive 25 
displacement pipette (Microman, Gilson Scientific, Luton, UK). This procedure was repeated three times to 26 
obtain average response duration. A minimum interval of 1 minute was employed between acetone 27 
applications. Tail responses followed a typical pattern starting with an initial rump tuck/flinch followed by 28 
rapid vigorous tail flicking or clamping. The duration of all response behaviours (i.e. from the start of initial 29 
rump tuck to end of tail flicking or clamping) was determined by retrospective analysis of digital video 30 
recordings taken at the time of the testing using high resolution IR colour CCTV cameras (LIT40ESHQ, 31 
ezCCTV.com Ltd, Letchworth, UK) linked to Geovision® surveillance system and video analysis software 32 
(GV-1240, ezCCTV.com Ltd, Letchworth, UK). During analysis, the observer was blinded to maternal 33 
treatment but was aware of tail treatment and gender. 34 
 35 
2.3.5. Induction of peripheral inflammation 36 
 37 
Prior to injection, the test pigs were moved into a corridor (1m) adjacent to the home pen. The pigs were 38 
restrained (sternally recumbent over a straw bale) by staff experienced in pig handling, and received an 39 
intradermal injection of 30 µg capsaicin (0.2 ml) dissolved in 10% Tween 80 in sterile phosphate buffered 40 
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8 
saline (study 1) or 3% carrageenan in phosphate buffered saline, 0.1ml, (study 2) into an area adjacent to 1 
the tail base, administered using a sterile 25 gauge insulin needle. (Dunlops Veterinary Supplies, Dumfries, 2 
UK). Injection order was randomly determined beforehand. After injection, the pigs were immediately 3 
returned to their home pen. None of the pigs injected exhibited overt signs of distress or pain and quickly 4 
settled back into their routine once returned to the home pen. 5 
All chemicals used in these studies were obtained from Sigma-Aldrich Co., Poole, UK. A preliminary 6 
description of the inflammatory models used in this study has been reported previously [48]. Visual signs of 7 
inflammation (redness and swelling) occurred within a few minutes of injection with capsaicin, but took longer 8 
(>1h) to develop following carrageenan injection. In previous studies [48], the observed area of inflammation 9 
lasted approximately 1h, although elevated sensitivity to mechanical stimulation persisted beyond 2h and 10 
appeared to resolve by 4h. In the same study carrageenan injection produced an obvious area of 11 
inflammation that was still visible in some cases 48h after injection. 12 
 13 
2.4 Experimental Design 14 
 15 
2.4.1 Study 1 16 
Study 1 was based on a 2x2 factorial design with prenatal stress and tail docking as main factors. Sixty-17 
one 8-week-old female offspring were tested from 31 different litters) from 4 maternal/offspring treatment 18 
groups: control (not mixed)/ tail intact [CI], control tail-docked [CD], stressed (mixed) tail intact [MI], stressed 19 
tail docked [MD]. Nociceptive testing was performed on pigs (52-58 days of age). On day 2 of testing, pigs 20 
were subjected to an acute inflammatory challenge in the form of an intradermal injection of capsaicin, into 21 
the tail root. Response thresholds to mechanical force stimulation of the tail root (von Frey filaments) and 22 
hind foot (plantar stimulator) were recorded 24 hours and 30 minutes before, and 30, 60, 120 and 240 23 
minutes after capsaicin injection [48].  24 
 25 
2.4.2 Study 2 26 
Study 2 was based on a 2x2 factorial design with prenatal stress and tail docking as main factors. Forty-eight 27 
4-5-wk-old male (24) and female (24) pigs were obtained from 12 different litters from 4 maternal/offspring 28 
treatment groups described in study 1. Nociceptive testing was performed on pigs aged 29-36 days. On day 29 
2 of testing, the pigs were subjected to an acute inflammatory challenge in the form of an intradermal 30 
injection of carrageenan, into the tail root. Response thresholds to mechanical stimulation (von Frey 31 
filaments) and response durations to noxious cold thermal stimulation (ice-cold acetone drop) at the tail base 32 
were recorded 24 hours before, and 1, 6, 24 and 48 hours after carrageenan injection. 33 
 34 
2.5. Statistical analysis 35 
Prior to statistical analyses, response variables (von Frey filament threshold response force and peak 36 
force before foot withdrawal were checked for normality and equal variances (box-plot, data not shown).  37 
Response thresholds measured by von Frey filaments had been log10 transformed to normalise the data. 38 
Von Frey mechanical force thresholds were measured in milli-newtons (mN) and presented as log mean ± 1 39 
standard deviation (Log mN). Foot withdrawal peak force measurements were normally distributed.   In Study 40 
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9 
2, some nociceptive threshold responses were attained using the lowest filament available (0.08 mN) -due to 1 
younger age of pigs) producing censored data (30/240 values). Kaplan-Meier survival analysis [28] was 2 
performed to generate probability curves for the censored data. Predicted values based on probability curves 3 
were then randomly allocated to censored data values. 4 
All data were analysed using General Linear Model (GLM) repeated measures analysis of variance and 5 
Bonferroni’s pair-wise comparison test of mean differences. GILT (control, mixed) and TAIL (intact, docked) 6 
and their interaction were included as fixed factors in the model, with TIME as a 3rd fixed factor and 7 
SUBJECT as a random factor nested within groups. Statistical analyses were carried out using Minitab 8 
version.15.  Calculations of area under the curve (AUC) for time series data were calculated using the 9 
trapezoid method and analysed using GLM analysis of variance with Bonferroni’s pair-wise comparison test 10 
of mean differences. This approach was also used to compare pre-injection (baseline) differences between 11 
treatments. 12 
 13 
3. Results  14 
3.1. Study 1 15 
Pigs that were prenatally stressed (MI and MD) had significantly higher (p<0.05) baseline response 16 
thresholds to mechanical stimulation of the tail root than control pigs, either tail docked (CD) or intact (CI) 17 
(Figure 2). Baseline mechanical thresholds were 27% and 20% higher in the MI and MD pigs than in there 18 
respective control groups. Collectively, prenatally stress offspring exhibited significantly higher (p<0.05) foot 19 
withdrawal thresholds following noxious mechanical plantar stimulation (Figure 3) than the two non-stressed 20 
treatment groups (MI vs. CI 14%, MD vs. CD 10 %).  21 
Capsaicin produced a significant reduction (p<0.05) in mechanical thresholds 30 minutes after injection in 22 
all groups (Figure 4A) compared with pre-injection thresholds, that was sustained up to 4h (p<0.05). 23 
Prenatally stressed pigs exhibited significantly attenuated (p<0.05) thresholds after acute inflammatory 24 
challenge with capsaicin, whether intact or tail docked. Integrated response force thresholds (vs. time AUC0-25 
240 min) shown in Figure 4B were significantly higher (p<0.05) in both prenatally stressed groups than in the 26 
unmixed control groups following capsaicin challenge (MI vs. CI 125%, MD vs. CD 73%). Plantar mechanical 27 
thresholds did not alter significantly over time in response to capsaicin injection into the tail root, however 28 
there were significant differences (p<0.05) between the prenatally stressed pigs and their respective controls 29 
30, 120 and 240 min after inflammatory challenge (Figure 5A). Integrated plantar mechanical thresholds 30 
(AUC0-240 min) were significantly higher (p<0.05) in prenatally stressed and tail-docked pigs (MD) than in the 31 
CD pigs following acute inflammatory challenge (MD vs. CD 20 %), but not significantly different between MI 32 
and CI pigs (MI vs. CI 15% - Figure 5B).  33 
Tail docking had no significant effect on baseline response thresholds to mechanical stimulation around 34 
the tail root (Figure 2), plantar surface of the hind foot (Figure 3) nor subsequent responses to capsaicin-35 
induced inflammation either measured at the tail base (Figures 4A and 4B) or plantar surface of the hind foot 36 
(Figures 5A and 5B).  37 
 38 
3.2. Study 2 39 
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10 
Male prenatally stressed pigs had significantly higher (p<0.05) pre-injection (baseline) response 1 
thresholds to mechanical force stimulation of the tail root than control pigs, either tail docked (CD) or intact 2 
(CI) (Figure 6B). Baseline mechanical thresholds were 48% and 26% higher in the male MI and MD pigs 3 
than in their respective control groups.  Baseline response thresholds were not significantly different (p= 4 
0.072) in female prenatally stressed and control groups (Figure 6A). Intradermal carrageenan induced a 5 
significant reduction (p<0.05) in mechanical thresholds in all treatment groups, in both sexes (Figures 7A and 6 
7C), and was greatest 1 and 6 hours post injection. Mechanical thresholds were still significantly lower 7 
(p<0.05) 24 hours after carrageenan injection in all treatment groups in both sexes, but not at 48 hours post-8 
injection. There was no effect of tail docking in either sex on nociceptive thresholds following inflammatory 9 
challenge. Integrated response force thresholds (force vs. time AUC0-48h; Figures 7B and 7D) were 10 
significantly higher (p<0.05) in the male prenatally stressed groups than in the unmixed control groups (MI 11 
vs. CI 54%, MD vs. CD 19%) but not significantly in the females (p=0.06) after carrageenan challenge. 12 
Baseline response durations to noxious cold stimulation of the tail root were significantly shorter (p<0.05) 13 
in duration in the prenatally stressed pigs of both sexes compared with their control counterparts (Figures 14 
8A, 8B), indicating reduced responsiveness. Carrageenan injection into the tail root induced significant 15 
increases (p<0.05) in nocifensive response durations (tail clamping and flicking) in all treatment groups and 16 
in both sexes (Figures 9A and 9C), with maximum effects (p<0.05) at 6 h after injection in males and females 17 
respectively. Response durations were significantly (p<0.05) lower in male pigs from all treatment groups 24 18 
hours after carrageenan injection, and remain significantly lower in female pigs at 48 hours post-injection.  19 
Pigs from both prenatally stressed groups (intact and docked) in both sexes exhibited significantly lower 20 
(p<0.05) integrated response durations following carrageenan-induced inflammation (Figures 9B and 9D), 21 
reflecting a reduced nocifensive response to carrageenan induced inflammation compared with control pigs. 22 
There was no significant effect of tail docking on mechanical threshold sensitivity or noxious cold 23 
stimulation responses in either maternal treatment group, male or female. 24 
 25 
4. Discussion 26 
This work found no evidence that tail-docking induces long term changes in nociceptive sensitivity in pigs 27 
and that prenatal stress induces alterations in nociceptive information processing in pigs manifest as an 28 
elevation in baseline nociceptive thresholds (hypoalgesia) and attenuation in mechanical force sensitivity and 29 
response duration to noxious cold stimulation to acute inflammation.    30 
The absence of an effect of tail docking on nociceptive responses in pigs 5 - 8 weeks after injury is 31 
interesting. It is acknowledged that tail docking causes acute pain in pigs [41,43,46,57,64] however, although 32 
the long-term effects of docking on tail pain sensitivity until now have not been assessed objectively, much 33 
has been written about the potential long term impact on pig welfare. It had been hypothesised that chronic 34 
hyperalgesia occurring as a consequence of traumatic tissue injury and the potential formation of neuromas 35 
at the ends of the cut nerve trunks after tail docking [53] would develop. The results from the studies 36 
reported in this paper showed no alterations in mechanical nociceptive thresholds in tail-docked pigs, i.e. no 37 
evidence of chronic hyperalgesia. Study 2 was carried out to address the concern that 8 weeks after tail-38 
docking may have been too long to identify an effect. This follow up study confirmed no effect at 4- 5 weeks 39 
of age. Amputation of the mouse tail tip has been shown to cause long term thermal and mechanical 40 
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hyperalgesia in the remaining part of the tail [72], however in contrast to this pig study where tail tip 1 
amputation was carried out 3 days after birth (neonatal), tail tip amputation in the mouse study was 2 
performed in 4-6 week-old mice. This is may account for the different results.  3 
In humans strong, sustained noxious stimulation in neonates can produce long term alterations in pain 4 
sensitivity; however the consequences on future pain responses depend on the specific conditions of the 5 
neonatal noxious insult [33]. The lack of a long-term effect of tail-docking on nociception indicates that the 6 
impact of docking is limited, probably to the time taken for the tail stump to heal, and that the stimulus was 7 
not sufficiently intense/long-lasting to induce long-term changes. It is recognised that by assessing 8 
responses to mechanical stimulation at the tail base and not directly at/on the site of tissue damage (tail tip), 9 
a localised effect may have been missed, however the biological significance of such an effect would be 10 
questionable. Innervation of the pig tail is via two dorsal and two ventral coccygeal nerve trunks supplying 11 
the sensory and motor fibres to the muscles, sensory hairs and glands of the tail. Proximally, the dorsal 12 
branches of the coccygeal nerves join the fourth sacral nerve to form a dorsal caudal plexus and as such 13 
share common inputs to the spinal cord with nerves that innervate the hind limbs and pudendal region. Thus 14 
if tail docking induced central sensitization, these shared sensory inputs could induce secondary 15 
hyperalgesia at sites distal to the site of tail injury (e.g. hind foot). This was not shown, thus indicating no 16 
long term impact of tail-docking in pigs on nociception. 17 
Previous studies on pigs [26, 45] indicated that experience of a social stressor during pregnancy 18 
produced long term alterations in offspring behaviours and responses; however this is the first report of 19 
prenatal stress induced effects on basal nociceptive responses and on evoked nociception. Pigs from 20 
mothers stressed during the second third of pregnancy were less responsive to noxious stimulation, with 21 
higher basal response thresholds and reduced integrated responses to inflammatory challenges. These 22 
effects are consistent with findings from several studies in rodents where nociceptive responses were 23 
attenuated in the offspring from pregnant females subjected to restraint stress during mid and late pregnancy 24 
[29,54,55].  Pre-natal stress appears to programme long-term changes in the developing somatosensory 25 
system of the pigs to produce alterations in both nociceptive and tactile sensitivity. The results in study 2 26 
showed a clear effect of prenatal stress on cold nociception in both male and female pigs, and on 27 
mechanical nociception in male pigs. The lack of significant effect on mechanical nociception in female pigs  28 
may have been a consequence of the smaller group sizes (6 pigs per group) compared with the group sizes 29 
in study 1 (14 – 16 per group), but there was a clear tendency toward significance (p = 0.07). Both studies 30 
indicated that pre-natal stress did not alter the lack of long term effect of tail-docking on pigs.  31 
There is some debate about whether von Frey filaments assess noxious sensory input. The force range 32 
of filaments used in these studies ranged from 0.08 to 2941.18 mN (-1.11 to 3.47 log mN). Lynn and 33 
colleagues [36] reported that force thresholds above 10 mN (1 Log mN) stimulated both mechanical and 34 
polymodal c-fibre afferents in juvenile pig skin. Baseline responses across all treatments in the 8 week old 35 
pigs (study 1) occurred around 1.89-2.41 Log mN (78-255 mN) indicating stimulation of c-fibres. In the 5 wk 36 
old-pigs (study 2) baseline responses to von Frey filament stimulation were generally less than 10mN, the 37 
activation thresholds described by Lynn and colleagues. However the electrophysiological studies were 38 
undertaken in anaesthetised pigs and the impact of general anaesthesia on the data is unknown, which may 39 
have altered the  the firing thresholds of c-fibres. [36].   40 
DR
AF
T
 
12 
The capsaicin [30,52,62] and carrageenan [28] models of inflammatory pain has been shown to induce 1 
mechanical and cold allodynia [1,18] and hyperalgesia [1, 30]. The observed attenuation of mechanical 2 
threshold and decrease in response durations to noxious cold stimulation local to the site of injection in the 3 
prenatally stressed pigs is consistent, in part, with some reports in rodents [29,54] which reported that 4 
offspring from pregnant mothers in mid to late pregnancy repeatedly subjected to periods of restraint (a 5 
recognised stressor) exhibited increased tail or paw withdrawal latencies to the hot plate test, but are not 6 
consistent with others where the effects of prenatal stress increased response latencies in formalin-induced 7 
pain in rats [12,13]. An explanation for the divergent effects may lie in the intensity and chronicity of the 8 
postnatal nociceptive challenges [12].  Nociceptive responses in rodents and humans to persistent 9 
inflammatory irritants such as formalin and Complete Freunds Adjuvant (CFA) differ markedly from those to 10 
acute nociceptive stimuli such as capsaicin and carrageenan [6,28,30,46,52,62]. The short term nociceptive 11 
effects of intradermal capsaicin (ca. 2 hours) and carrageenan (<24h) observed in these studies are more in 12 
line with those reported by Sternberg and colleagues [55] using the hot-plate test and support the proposition 13 
that the persistency and severity of the nociceptive challenge used may be important in determining 14 
response outcomes.  15 
Jarvis and colleagues [26] reported that the offspring of prenatally stressed primiparous gilts exhibited 16 
enhanced HPA responses and greater anxiety-type behaviour later in life, determined from measures of 17 
salivary cortisol and CRH mRNA expression in the PVN and amygdala. It was proposed that prenatal stress 18 
resulted in an over reactive emotional/stress phenotype. It is therefore considered that the attenuation in 19 
nociceptive responses (both basal and evoked) observed in the present study are a consequence of the 20 
effects of enhanced HPA reactivity in the prenatally stressed offspring and as such reflect a form of stress-21 
induced analgesia [2,29,54,55,69].  22 
The impact of basal hypoalgesia and reduced responsiveness to inflammatory pain in the prenatal stress 23 
phenotype on pig welfare is not clear. It has been postulated that many of the effects of maternal stress on 24 
offspring have an adaptive basis [8, 9, 23] and that maternal stress “programming” may in the short term 25 
match the offspring to predicted post natal environmental conditions, that is to say a more reactive 26 
phenotype may be more suited to a risky/unpredictable environment [39]. However while this may confer 27 
certain advantages in survival terms, it is now recognised that the long-term consequences of prenatal 28 
programming offspring with over-reactive HPA responses may lead to the premature onset of detrimental 29 
physiological and psychological health issues later in life in humans [5,10,19,20,21,22,38] and other 30 
mammalian species [17,32,37,,61,65,66,67]. The potential impact of pre-natal  stress on the prevalence of 31 
disease in pigs is not known.  32 
 33 
5. Conclusions 34 
The data reported in these studies indicate that tail-docking neonatal pigs does not induce long-term 35 
alterations in nociceptive responses, thus there is no evidence of chronic hyperalgesia,, and that prenatal 36 
stress (in utero) reduces responses to acute pain stimuli and acute inflammatory induced nociception in later 37 
life.  38 
 39 
Conflict of interest 40 
DR
AF
T
 
13 
The authors have no conflict of interest 1 
 2 
Acknowledgments 3 
This research was funded by the BBSRC – Grant Reference Number (BB/C518965/1) Perinatal 4 
programming of stress response and nociceptive mechanisms and the welfare consequences in pigs. The 5 
authors would also like to thank Sarah Isoh, Sheena Robson, Peter Finnie, Phil O’Neil and Marianne Farish 6 
at the Scottish Agricultural College for their assistance. 7 
8 
DR
AF
T
 
14 
References 1 
 2 
[1] Allchorne AJ, Broom DC,Woolf CJ. Detection of cold pain, cold allodynia and cold hyperalgesia in freely 3 
behaving rats. Mol Pain 2005;1:36-44. 4 
[2] Amit Z, Galina ZH. Stress-induced analgesia: adaptive pain suppression. Physiol Rev 1989;66:1091-5 
1120. 6 
[3] Anand KJS, Hickey PR. Pain and its effects in the human neonate and fetus. New Eng J Med 7 
1987;317:1321-1329 8 
[4] Anand KJS, Carr DB. The neuroanatomy, neurophysiology, and neurochemistry of pain, stress and 9 
analgesia in newborns and children. Ped Clin North Am 1989;36:795-822. 10 
[5] Barker DLP. The fetal origins of hypertension J Hyperten 1996;14:S117-S120 11 
[6] Basbaum IA. Distinct neurochemical features of acute and persistent pain. Proc Nat Acad Sci 12 
1999;96:7739-7743. 13 
[7] Bateson P. Assessment of pain in animals. Anim Behav 1991;42:827-839. 14 
[8] Bateson P. Preparing offspring for future conditions is adaptive. Trend Endocrinol Metab 2008;19:111 15 
[9] Braastad BO. Effects of prenatal stress on behaviour of offspring of laboratory and farmed animals. Appl 16 
Anim Behav Sci 1998;61:159-180. 17 
[10] Bruehl S, Carlson CR, McCubbin JA. The relationship between pain sensitivity and blood pressure in 18 
normotensives Pain 1992;48:463-467. 19 
[11] Brüssow K-P, Schneider F, Kanitz E, Otten W, Tuchscherer M. Alteration of reproductive hormone levels 20 
in pregnant sows induced by repeated ACTH application and its possible influence on pre and post natal 21 
hormone secretion of pigs. J Reprod Dev 2005;51:133-142. 22 
[12] Butkevich I, Vershinina EA. Prenatal stress alters time characteristics and intensity of formalin induced 23 
pain responses in juvenile rats. Brain Res 2001;915:88-93. 24 
[13] Butkevich I, Mikhailenko V, Seminov P, Bagaeva T, Otellin V, Aloisi AM. Effects of maternal 25 
corticosterone and stress on behavioural and hormonal indices of formalin pain in male and female 26 
offspring of different ages. Horm Behav 2009;55:149-157. 27 
[14] Chaplan SR, Bach FW, Pogrel JW, Chung JM, Yaksh TL. Quantitative assessment of tactile allodynia in 28 
the rat paw. J Neurosci Meth 1994;53: 55-63. 29 
[15] Choi Y, Yoon YW, Na HS, Kim HS, Chung JM. Behavioural signs of ongoing pain and cold allodynia in a 30 
rat model of neuropathic pain. Pain 1994;59: 369-376 31 
[16] Dantzer R, Bluthé R, Tazi A. Stress-induced analgesia in pigs. Ann Rech Vét 1986;17:147-151. 32 
[17] Emack J, Kostaki A, Walker C-D, Matthews SG. Chronic maternal stress affects, growth behaviour and 33 
hypothalamo-pituitary-adrenal function in juvenile offspring. Horm Behav 2008;54:514-520. 34 
[18] Fleetwood-Walker SM, Proudfoot CWJ, Garry EM, Allchorne A, Vinuela-Fernandez I, Mitchell R. Cold 35 
comfort pharm. Trend Pharmacol Sci 2007;28:621-628. 36 
[19] France CR. Decreased pain perception and risk for hypertension:considering a common physiological 37 
mechanism. Psychophysiol 1999;36:683-692. 38 
[20] France CR, Ditto B, Adler P. Pain sensitivity in offspring of hypertensives at rest and during baroreflex 39 
stimulation. J Behav Med 1991;14:513-525. 40 
DR
AF
T
 
15 
[21] France CR, al’Absi M, Ring C, France JL, Brose J, Spaeth D, Harju A, Nordehn G, Wittmers LE. 1 
Assessment of opiate modulation of pain and nociceptive responding in young adults with a parental 2 
history of hypertension Biol Psychol 2005;70:168-174.  3 
[22] France CR, Taddio A, Shah VS, Page MG and Katz J. Maternal family history of hypertension 4 
attenuates neonatal pain response. Pain 2009;14:2189-193. 5 
[23] Gluckman PD, Hanson MA 2005 The Fetal matrix: evolution, development and disease Cambridge 6 
University Press: Cambridge, UK. 7 
[24] Grunau RE. Early pain in preterm infants: a model of long term effects. Clin Perinatol 2002;29: 373-394 8 
[25] Haussman MF, Carroll JA, Weesner GD, Daniels MJ, Matteri RL, Lay Jr DC. Administration of ACTH to 9 
restrained, pregnant sows alts their pigs’ hypothalamic-pituitary adrenal axis. J Animal Sci 10 
2000;78:2399-2411. 11 
[26] Jarvis S, Moinard, C, Robson SK, Baxter E, Ormandy E, Douglas AJ, Seckl JR, Russell JA, Lawrence 12 
AB. Programming the offspring of the pig by prenatal social stress: neuroendocrine activity and 13 
behaviour. Horm Behav 2006;49:68-80. 14 
[27] Kanitz E, Otten W, Tuchscherer M. Changes in endocrine and neurochemical profiles in neonatal pigs 15 
prenatally exposed to increased maternal cortisol. J Endocrinol 2006;191:207-220. 16 
[28] Kaplan EL, Meier P. Nonparametric estimation from incomplete observations. J Amer Statist Assn 17 
1958;53:457-481. 18 
[29] Kayser V, Guilbaud G. Local and remote modifications of nociceptive sensitivity during carrageenan-19 
induced inflammation in the rat. Pain 1987;28:99-107. 20 
[30] Kinsley CG, Mann PE, Bridges RS. Prenatal stress alters morphine and stress induced analgesia in 21 
male and female rats. Pharmacol Biochem Behav 1987;30:123-128. 22 
[31] LaMotte RH, Lundberg LE, Torebjörk HE. Pain, hyperalgesia and activity in nociceptive C units in 23 
humans after intradermal injection of capsaicin. J Physiol 1992;448:749-764. 24 
[32] LaPrairie JL, Murphy AZ. Neonatal injury alters adult pain sensitivity by increasing opioid tone in the 25 
periaqueductal grey Front Behav Neurosci 2009 3:31 doi:10.3389/neuro.08.031.2009 26 
[33] Lay DC, Randel RD, Carroll JA, Welsh TH, Jenkins OC, Neuendorff DA, Bushong DM, Kapp GM .The 27 
effects of prenatal stress on the fetal calf. Dom Anim Endocrinol 1997;14:73-80. 28 
[34] Lidow MS. Long-term effects of neonatal pain on nociceptive systems. Pain 2002;99:377-383. 29 
[35] Lomax S, Sheil M, Windsor PA. Impact of topical anaesthesia on pain alleviation and wound healing in 30 
lambs after mulesing. Aust VetJ 2008;86:159-168. 31 
[36] Loram LC, Fuller A , Fick LG, Cartmell T, Poole S, Mitchell D. Cytokine profiles during carrageenan-32 
induced inflammatory hyperalgesia in rat muscle and hind paw. J Pain 2007;8:127-136. 33 
[37]  Lynn B, Faulstroh K, Pierau FK. The classification and properties of nociceptive afferent units from the 34 
skin of the anaesthetized pig. Eur J Neurosci. 1995; 3; 431- 437 35 
[38] Maccari S, Darnaudery M, Morley-Fletcher S, Zuena AR, Cinque C, Van Reeth O. Prenatal stress and 36 
long term consequences: implications of glucocorticoid hormones. Neurosci Biobehav Rev  37 
2003;27:119-127. 38 
[39] McCubbin JA, Bruehl S. Do endogenous opioids mediate the relationship between blood pressure and 39 
pain sensitivity in normotensives? Pain 1994;57:63-67. 40 
DR
AF
T
 
16 
[40] Nesse RM. Natural selection and the regulation of defenses: a signal detection analysis of the smoke 1 
detector principle. Evol Human Behav 2005;26;88-105.  2 
[41] Noonan GJ, Rand JS, Priest J, Ainscow J, Blackshaw JK. Behavioural observations of pigs undergoing 3 
tail docking, teeth clipping and ear notching. Appl AnimBehavSci 1994;39:203-213. 4 
[42] Otten W, Kanitz E, Tuchscherer M, Nürnberg G. Effects of prenatal restraints stress on hypothalamic-5 
pituitary-adrenocortical and sympatho-adrenomedullary axis in neonatal pigs. Anim Sci 2001;73:205-6 
215. 7 
[43] Prunier A, Mounier AM,Hay M. Effects of tooth resection, or tail docking on plasma metabolites and 8 
stress hormones in young pigs. J Anim Sci 2005;83:216-222. 9 
[44] Ranger M Johnston CC, Anand KJS. Current controversies regarding pain assessment in neonates. 10 
Sem Perinatol 2007;21:283-288. 11 
[45] Rushen J, Ladewig J. Stress-induced hypoalgesia and opioid inhibition of pigs’ responses to restraint. 12 
Physiol Behav 1991;50:1093-1096. 13 
[46] Rutherford KMD, Robson SK, Donald RD, Jarvis S, Sandercock DA, Scott EM, Nolan AM, and 14 
Lawrence AB. Pre-natal stress amplifies the immediate behavioural responses to acute pain in pigs Biol 15 
Lett 2009;5:452-454. 16 
[47] Sandhkuhler J. Models and mechanisms of hyperalgesia and allodynia. Physiological Reviews 17 
2009;89:707-758. 18 
[48] Sandercock DA, Gibson IF, Brash HM, Rutherford KMD, Scott EM, Nolan AM. Development of 19 
quantitative mechanical sensory testing in pigs to study the impact of inflammation on nociceptive 20 
processing. Proc. 12th World Congress on Pain, August 17-22, 2008, Glasgow, UK (Abstract). 21 
[49] Sandercock DA, Gibson IF, Brash HM, Rutherford KMD, Scott EM, Nolan AM. Development of a 22 
mechanical stimulator and force measurement system for the assessment of nociceptive thresholds in 23 
pigs. J Neurosci Meth 2009;182:64-70. 24 
[50] Seckl JR. Glucorticoid programming of the fetus; adult phenotypes and molecular mechanisms. Mol Cell 25 
Endocrinol 2001;185:61-71. 26 
[51] Seckl JR.Prenatal glucocorticoids and long term programming. Eur J Endocrinol 2004;151:U49-U62. 27 
[52] Seckl JR,Meaney MJ. Glucocorticoid programming. Ann NY Acad Sci 2004;1032:63-84. 28 
[53] Simone DA, Baumann TK, LaMotte RH. Dose-dependent pain and mechanical hyperalgesia in humans 29 
after intradermal injection of capsaicin. Pain 1989;38 99-107. 30 
[54] Simonsen HB, Klinken L, Bindseil E. Histopathology of intact and docked pig tails Br Vet J 31 
1991;147;407-412. 32 
[55] Sternberg WF, Ridgway CG. Effects of gestational stress and neonatal handling on pain, analgesia and 33 
stress behaviour of adult mice. Physiol Behav 2003;78:375-383. 34 
[56] Sternberg WF, Smith L, Scorr L. Nociception and antinociception the first week of life in mice: Sex 35 
differences and test dependence. J Pain 2003;5:420-426. 36 
[57] Sutherland MA, Bryer PJ, Krebs N, McGlone JJ. The effect of method of tail docking on tail-biting 37 
behaviour and welfare of pigs. Anim Welf 2009;18:561-570. 38 
[58] Szuran T, Zimmermann E, Pliska, V, Pfister HP, Welzl H. Prenatal stress effects on exploratory activity 39 
and stress induced analgesia in rats. Dev Psychobiol 1991;24:361-372. 40 
DR
AF
T
 
17 
[59] Tabo E, Eislele Jr. JH, Carstens E. Force of limb withdrawals elicited by graded noxious heat compared 1 
with other behavioural measures of carrageenan-induced hyperalgesia and allodynia J Neurosci Meth 2 
1998;81:139-149. 3 
[60] Taddio A, Katz J Ilersich AL, Koren G. Effect of neonatal circumcision on pain response during 4 
subsequent routine vaccination. Lancet 1997;349: 599-603. 5 
[61] Takahashi LK, Turner JG, Kalin NH. Prolonged stress-induced elevation in plasma corticosterone during 6 
pregnancy in the rat: implications for prenatal stress studies. Psychoneuroendocrinol 1998;23: 571-581. 7 
[62] Thompson WR. Influence of maternal anxiety on emotionality in young rats. Science 1957;125:698-699. 8 
[63] Torebjörk HE, Lundberg LER, LaMotte RH. Central changes in processing of mechanoreceptive input in 9 
capsaicin induced secondary hyperalgesia in humans. J Physiol1991;448: 765-780. 10 
[64] Torrey S, Devillers N, Lessard M, Farmer C. Widowski T. Effect of age on the behavioural and 11 
physiological responses of pigs to tail docking and ear notching. J Anim Sci 2009;87: 1778-1786. 12 
[65] Walker SM, Howard RF. Neonat Pain. Pain Reviews 2002;9:69-79. 13 
[66] Weinstock M. Does prenatal stress impair coping and regulation of hypothalamic-pituitary-adrenal axis? 14 
Neurosci Biobehav Rev 1997;21:1-10. 15 
[67] Weinstock M. The long-term behavioural consequences of prenatal stress. Neurosci Biobehav Rev 16 
2008;32:1073-1086. 17 
[68] Weinstock M, Fride E, Hertberg R. Prenatal stress effects on the functional development of the offspring. 18 
Prog Brain Res 1988;73:319-313. 19 
[69] Weinstock M, Matlina, E., Maor GI, Rosen H, McEwen BS. Prenatal stress selectively alters the 20 
reactivity of the hypothalamic-pituitary-adrenal system in the female rat. Brain Res 1992;595:195-200. 21 
[70] Weinstock M, Poltyrev T, Schorer-Apelbaum D, Men D, McCarty R. Effect of prenatal stress on plasma 22 
corticosterone and catecholamines in response to foot shock in rats. Physiol Behav 1998;64: 439-444. 23 
[71] Welberg LAM, Seckl JR. Prenatal stress, Glucocorticoids and the programming of the brain. J 24 
Neuroendocrinol 2001;13:113-128. 25 
[72] Williams MT, Hennessy MB, Davis HN. Stress during pregnancy alters rat offspring morphology and 26 
ultrasonic vocalizations. Physiol Behav 1998;63:337–343. 27 
[73] Zhuo M. NMDA receptor-dependent long term hyperalgesia after tail amputation in mice. Eur J 28 
Pharmacol 1998;349:21-220. 29 
DR
AF
T
 
Table 1.  Threshold behavioural responses (% occurrence) in eight 8 week old female pigs (n=8) evoked by mechanical 
stimulation of the tail base using von Frey filaments 30 minutes before and after intradermal capsaicin injection into the tail root. 
Log average response force thresholds (mN) are also presented with back calculated average force values shown in 
parenthesis. 
 
 
Fig 1. (A) Pair of habituated 8 week-old female pigs being tested for mechanical threshold sensitivity with von 
Frey filaments in area around tail root. (B) Operator aligning the plantar stimulator device under the hind foot of 
a pig standing on the test (C) Site of injection for acute inflammatory challenge in the dorsal surface of the tail 
root. 
 
 
Fig 2. Baseline response thresholds to noxious mechanical stimulation of the tail root in 8 week-old intact or tail 
docked female pigs from control (unmixed) or stressed (mixed) mothers. Data represent mean ± one standard 
deviation (SD). Pigs per treatment; control intact (16), control docked (16), mixed intact (14), mixed docked 
(15). Treatment groups with different letters are significantly different (p<0.05). Ordinate axis scale covers the 
full range of von Frey filaments used in testing (Log mN; min -1.11. max 3.47). 
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Fig 3. Foot withdrawal thresholds after noxious mechanical stimulation of the hind foot in 8 week-old intact or 
tail-docked female pigs from control (unmixed) or stressed (mixed) mothers. Data represent mean ± one standard 
deviation (SD). Pigs per treatment; control intact (16), control docked (16), mixed intact (14), mixed docked 
(15). Treatment groups with different letters are significantly different (p<0.05). Treatments with same letters 
are not significantly different.  
 
 
 
Fig 4. (A) Response thresholds to noxious mechanical stimulation before and after acute inflammatory challenge 
30 µg intradermal capsaicin injection into tail root of 8 week-old female pigs (B) Integrated effect (area under 
curve [AUC 0-240 min]). Pigs per treatment; control intact (16), control docked (16), mixed intact (14), mixed 
docked (15). In Fig 4A, asterisks (*) indicate time points at which mechanical thresholds (within treatment) were 
significantly (p<0.05) different from pre-injection values. In Fig 4B, treatment groups with different letters are 
significantly different (p<0.05). 
 
 
 
Fig 5. (A) Response thresholds to noxious mechanical stimulation of the plantar surface of the hind foot before 
and after acute inflammatory challenge 30 µg intradermal capsaicin injection into tail root of 8 week-old female 
pigs (B) Integrated effect (area under curve [AUC 0-240 min]). Data represent mean ± one standard deviation (SD). 
Pigs per treatment; control intact (16), control docked (16), mixed intact (14), mixed docked (15). In Fig 5B, 
treatment groups with different letters are significantly different (p<0.05). 
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Fig 6. Baseline response thresholds to mechanical stimulation of the tail root in 5 week-old intact or tail-docked 
female (A) and male (B) piglets from control (unmixed) or stressed (social mixing during second third of 
pregnancy) sows. Data represent mean ± one standard deviation (SD), n=6 piglets per treatment. Treatment 
groups with different letters are significantly different (p<0.05). 
 
 
 
Fig 7. Response thresholds to mechanical stimulation before and after acute inflammatory challenge (intradermal 
injection of 3% carrageenan solution into dorsal aspect of tail root and integrated effect (area under curve [AUC 
0-48h]) in 5-week-old female (A, B) and male piglets (C, D). Data represent mean ± one standard deviation (SD), 
6 piglets per treatment/sex. In Fig 7A & C asterisks (*) indicate time points at which threshold responses were 
significantly different (p<0.05) from pre-injection threshold values. In Figs 7B & D, treatment groups with 
different letters are significantly different (p<0.05). 
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Fig 8. Baseline response durations to noxious cold stimulation (ice-cold acetone, 50μl) of the tail root in 5 week-
old intact or tail-docked female (A) and male (B) piglets from control (unmixed) or stressed (social mixing 
during second third of pregnancy) mothers. Data represent mean ± one standard deviation (SD), n=6 piglets per 
treatment/sex. Treatment groups with different letters are significantly different (p<0.05). 
 
 
 
 
Fig 9. Nocifensive response (tail clamping and flicking) duration following noxious cold stimulation (ice-cold 
acetone, 50 μl) before and after acute inflammatory challenge (intradermal injection of 3% carrageenan solution 
into dorsal aspect of tail root), and integrated effect (area under curve [AUC 0-48h]) in 5 week old female (A, B) 
and male piglets (C, D). Data represent mean ± one standard deviation (SD), 6 piglets per treatment. In Figs 
9A&C, asterisks (*) indicate time points at which total response durations were significantly different (p<0.05) 
from pre-injection values. In Figs 9B&D, treatment groups with different letters are significantly different 
(p<0.05). 
 
 
